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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 



Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 704(b). 

Status 

1 )H Responsive to communication(s) filed on 02 August 2004 . 
2a)E3 This action is FINAL. 2b)0 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) H Claim(s) 71.72 and 96-117 is/are pending in the application. 

4a) Of the above claim(s) 72,116 and 117 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [X] Claim(s) 71 and 96-115 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

30 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5 ) □ Notice of Informal Patent Application (PTO-1 52) 

Paper No(s)/Mail Date . 6) □ Other: . 
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RESPONSE TO APPLICANT'S AMENDMENT 



1. Applicant's amendment, filed 08/02/2004 is acknowledged. 



Claims 71, 72, 96-117 are pending. 

Claims 72, 116 and 117 stand withdrawn from further consideration by the Examiner, 37 C.F.R. 
§ 1.142(b) as being drawn to nonelected inventions. 



Claims 71 and 96-115 drawn to a process for treating a transplant recipient to reduce in said 
recipient an immune response of effector cells against a xenoantigen, comprising administering 
to a transplant recipient mesenchymal stem cells, wherein T cells are from the donor or from 
the recipient and the xenoantigen is from the recipient or from the donor, are under 
consideration in the instant application, 

2. Applicant's submissition of Terminal Disclaimer has obviated the previous rejection of 
claims 71 and 96-115 under the judicially created doctrine of obviousness-type double 
patenting overclaims 1-22 of U.S. Patent No. 6,328960. 



In view of the amendment, filed 08/02/04 the following rejection remains: 



3. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 



This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
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made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

4. Claims 71 and 96-1 15 stand rejected under 35 U.S.C. 103(a) as being obvious over WO 
01/26470 Al in view of WO 9623058 for the same reasons set forth in the previous Office 
Action, mailed on 02/1 1/04. 

Applicant's arguments, filed 08/02/04 have been fully considered, but have not been found 
convincing. 

Applicant asserts that (i) WO'470 is effective only as of its publication date, which is 19 April 
2001, whereas the present application has a priority date of 26 October 1999; (ii) WO' 470 
teaches only the in vitro use of MSCs ; (iii) WO'058 discloses the administration of MScs along 
with bone marrow cells and there is no suggestion that MScs enhance engraftment by 
suppressing any immune response. 

Contrary to Applicant's assertion it is noted that WO' 470 effective priority date under 102(e) 
is 12 October 1999, because WO'470 was filed after November 29, 2000, designated the US 
and was publishes in English. Thus the effective date of WO'470 is prior to the priority data of 
the instant application. The Supreme Court has authorized 35 U.S.C 103 rejection based on 25 
U.S.C 102 (e), see MPEP, 2136. 



Applicants have traversed the primary and the secondary references pointing to the differences 
between the claims and the disclosure in each reference. Applicant is respectfully reminded that 
the rejection is under 35 USC103 and that unobviousness cannot be established by attacking the 
references individually when the rejection is based on the combination of the references, see In 
re Keller, 642 F.2d 4B, 208 USPQ 871, 882 (CCPA 1981) See MPEP 2145. This applicant has 
not done, but rather argues the references individually and not their combination. One cannot 
show non-obviousness by attacking references individually where the rejections are based on a 
combination of references. In re Young 403 F.2d 759, 150 USPQ 725 (CCPA 1968). 

WO'470 teaches a method for treating a transplant recipient to reducing an immune response of 
the effector cells against alloantigen to the effector cells, comprising administering the 
suppressor cells ( see entire document, Abstract , page 7 lines 10-15 and claims 1-27 in 
particular). WO'470 teaches that effector cells are T cells ( see claim 3 in particular). WO'470 
teaches that it has been discovered that mesenchymal stem cell (MSC) can induced antigen- 
activated T cells to become suppressive for said antigen response and that human suppressor 
cells can be used in transplantation to ameliorate a response by the immune system to said 
antigen ( see page 2, line 15-22 in particular). WO'470 teaches the suppressor cells are obtained 
from the donor or from the recipient and co-cultured with MSC ex vivo to actually became 
suppressive. ( see page 12 in particular). Though WO'470 does not explicitly teachers in vivo 
administration of MSCc , it is noted that WO'470 does not limited only in vivo administration 
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of suppressor T cells. Moreover, there is no indication that MSC should be removed prior to 
administering suppressor cells. WO '470 teaches that a transplant is skin, or solid organ (claim 4 
and 14,15 in particular) . WO '470 teaches that MSC are human MSC ( see page 1 1 in 
particular). WO'470 teaches that suppressor cells are administered intravenously, prior 
to/concurrently with and subsequently with transplantation ( see page 10, line 10-25 in 
particular). 

WO'470 does not teach a method for treating a transplant recipient to reducing an immune 
response of the effector cells against xenoantigen to the effector cells, comprising administering 
mesenchymal stem cells. 



WO '05 8 teaches a method for enhancing bone marrow engraftment in the individual in need 
thereof comprising administering to said individual a mesenchymal stem cells ( see entire 
document, Abstract and Claims 1-8 in particular). WO'058 teaches that MSC are administered 
intravenously, prior to/concurrently with and subsequently with transplantation ( see page 2 and 
3 in particular). WO'058 teaches that administration of MSC is useful to enhance the 
effectiveness of transplantation ( see page 3 in particular) 

It would have been obvious to a person of ordinary skill in the art at the time the invention was 
made to apply the teaching of WO'058 to those of WO'470 to obtain a claimed method for 
treating a transplant recipient to reducing an immune response of the effector cells against 
xenoantigen to the effector cells, comprising administering mesenchymal stem cells. 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
do so, because administration of MSC is useful to enhance the effectiveness of transplantation 
as taught by WO'058 and can be used in method taught by WO'470 to substitute ex-vivo step 
of co-culturing T cells with MSC cells by direct in vivo administering of MSC into a transplant 
recipient. It is also noted that alloantigen taught by WO'470 and xenoantigen of the present 
application are similar in that both antigens can induce an immune response in the transplant 
recipient and both differ from antigens expressed by the recipient . It is obvious that WO'470 
and present application administer the same treatment to achieve the same results. Therefore it 
would be obvious to one of ordinary skill in the art at the time the invention was made to 
substitute one type of an antigen i.e. an alloantigen, to the other type of antigen, i.e. 
xenoantigen in a process for treating a transplant recipient taught by WO'470. When the prior 
art method is the same as a method described in the specification, it can be assumed the method 
will obviously perform the claimed process absent a showing of unobvious property. The 
strongest rationale for combining references is a recognition, expressly or impliedly in the prior 
art or drawn from a convincing line of reasoning based on established scientific principles or 
legal precedent, that some advantage or expected beneficial result would have been produced by 
their combination. In re Semaker. 217 USPQ 1,5-6 (Fed. Cir. 1983). See MPEP 2144. 
From the combined teaching of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expectation of success in producing the claimed invention. 
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With regards to Applicant's comments that WO'058 does not suggest that MSCs enhance 
engraftment by suppressing any immune response. 

It is noted that the mechanism of action does not have a bearing on the patentability of the 
invention if the invention was already known or obvious. Even though applicant has proposed or 
claimed the mechanism by which MSC enhance engraftment it does not appear to distinguish 
from the prior art teaching the same or nearly the same method, i.e. administering MSCs to 
achieve the same endresult. Mere recognition of latent properties in the prior art does not render 
nonobvious an otherwise known invention. In re Wiseman, 201 USPQ 658 (CCPA 1979). 
Granting a patent on the discovery of an unknown but inherent function would remove from the 
public that which is in the public domain by virtue of its inclusion in, or obviousness from, the 
prior art. In re Baxter Travenol Labs, 21 USPQ2d 1281 (Fed. Cir. 1991). See M.P.E.P. 2145. 



Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 



5. No claim is allowed. 



6. THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS from 
the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the 
mailing date of this final action and the advisory action is not mailed until after the end of the 
THREE-MONTH shortened statutory period, then the shortened statutory period will expire on 
the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will the statutory 
period for reply expire later than SIX MONTHS from the date of this final action. 
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7. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Michail Belyavskyi whose telephone number is 571/ 272-0840 The 
examiner can normally be reached Monday through Friday from 9:00 AM to 5:30 PM. A 
message may be left on the examiner's voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Christina Chan can be reached on 571/ 
272-0841 . 

The fax number for the organization where this application or proceeding is assigned is 703-872- 
9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Michail Belyavskyi, Ph.D. 

Patent Examiner /^/^ <f > /V 

Technology Center 1600 

August 30, 2004 ^RISTINA CHAN 

SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



